It has long been noted, that gastric and duodenal ulcers cent years, infection with Helicobacter pylori has been identicluster within families. Studies of twins suggest that the obfied as another strong risk factor [2 -4] . Like peptic ulcer served familial aggregation is largely due to genetic factors, disease, H. pylori infection, which is typically acquired in early but common environmental factors also seem to play a major childhood, has been found to cluster within families [5 -6] . role [1] .
Familial aggregation of infection may again be due to various Other well-known risk factors for peptic ulcer include smokpathways, including common genetic or environmental factors ing and use of nonsteroidal antiinflammatory drugs [2] . In rethat increase susceptibility to infection [7 -8] , but also to intrafamilial transmission of the agent [9] . It is unclear, however, to what degree H. pylori infection may explain intrafamilial persons with a positive family history, compared with persons standard in patients in whom endoscopy is not indicated [11, 12] .
Material and Methods Results
with neither of the two risk factors.
Although urea breath test results among H. pylori-positive patients are affected to some extent by food intake, the distinction between infected and uninfected patients is highly accurate even under Table 1 . Individual relationships of infection with H. pylori and of nonfasting conditions [13] .
family history of ulcer with gastroscopically verified ulcer (GVU). Patients filled out a standardized questionnaire between collection of the first and second breath samples. They were asked if Odds ratio (95% confidence they ever had a GVU and whether their mother or father had a The differences between the adjusted and the crude OR were To our knowledge, this is the first study that addresses the joint effects of H. pylori infection and family history of ulcer. mainly due to removal of confounding by sex, which was strongly related to peptic ulcer in this sample (adjusted OR for This issue is of particular interest, given that the mechanisms by which family history of ulcer increases disease risk are women vs. men, 0.19; 95% CI, 0.06 -0.59). After sex had been controlled for, additional control for age and smoking did not not fully understood. It would appear plausible that familial clustering of peptic ulcer disease may at least partly be medimaterially affect the results.
ated by H. pylori infection. In this study, however, family history of ulcer was a very strong risk factor for GVU even in Discussion the absence of H. pylori infection. These results suggest that This study demonstrates that H. pylori infection and family H. pylori infection accounts for, at best, a rather minor share history of peptic ulcer disease are strong, independent risk of the strong familial clustering of peptic ulcer disease. Our factors for peptic ulcer. If both factors are present, the risk for results also illustrate that H. pylori infection is a major risk gastric or duodenal ulcer is increased to very high levels in an factor for peptic ulcer whether familial predisposition does or almost multiplicative manner.
does not exist. Our result concerning the individual effect of infection with
In our study, the individual relationship of family history of H. pylori on the risk for peptic ulcer is in close agreement with ulcer with peptic ulcer disease was about twice as strong as findings in previous studies [2] . Our estimate of the impact of the individual relationship of H. pylori infection with peptic family history of ulcer is somewhat higher than that found in ulcer disease. However, because H. pylori infection was about most previous studies [1] . This may be due to several reasons.
twice as common as family history of ulcer, it accounts for as First, previous studies have not controlled for potential conlarge a share of peptic ulcers in this population as does a family founders. In our study, we controlled for covariates by multiple history of the disease. This is of important clinical relevance logistic regression, which strengthened the association between since H. pylori infection, in contrast to family history of ulcer, family history of ulcer and peptic ulcer among study particioffers possibilities for preventive or therapeutic intervention. pants. Second, previous studies have included older patients,
In particular, the very high risk for peptic ulcer among H. among whom ascertainment of parental ulcer is likely to be pylori -positive persons with a family history of ulcer suggests far from complete. To minimize this problem, we excluded that treatment of H. pylori infection may be worthwhile in this patients ú55 years of age from the analysis. We feel confident group even before the development of peptic ulcer. In this about this decision, given that only 2.8% of patients ú55 years context, family history of ulcer may serve as a useful screening old, compared with 13.7% of patients 25 -54 years old, reported tool in deciding who to test and eventually treat for H. pylori a physician-diagnosed gastric or duodenal ulcer among their infection. parents.
To address the impact of excluding patients ú55 years old,
